A company specification will make additional quality demands, over and above those of the national pharmacopoeia, relating to pharmaceutical, chemical and toxicological standards. Pharmaceutical testing includes features relating to the physical requirements of the dosage form and to the hygienic requirements of good
Routine acute toxicity testing includes the USP safety test; which is a two-day, zero fatality test on mice, with oral administration of a single dose equivalent to 5000 mg per kg. An LD50 is also determined on mice in a 2-day test with intravenous administration of the sample in solution. The range of LD60 values found is from 500 to 700 mg per kg.
It is not possible to test quality into a product but, with the range of test methods and quality control procedures in use, a high degree of confidence arises in the purity of a given product. This is the case with D-penicillamine and its formulations. Mr Vidler: I do not know, but I think that the specification test must be operated fairly tightly, rather than the wide BP/USP limits. Dr A von Schlichtegroll (Frankfurt): We (Chemiewerk Homburg) are producing this fully synthetic material (Trolovol) about which the enquiry is made. Compared with the same analytical methods as polarimetry, ORD and NMR spectroscopy it is of the same purity as the semisynthetic material and cannot be distinguished from it.
Mr Vidler: I do not see many synthetic samples, but I cannot distinguish them.
Dr Scheinberg: Perhaps we can have an answer from both sources on the amount of the disulphide present and allowable in both the semisynthetic and the synthetic products.
Dr von Schlichtegroll: I only know that both materials meet the same criteria and that we can safely use either product. The amount of disulphide present in the synthetic material is certainly very low (traces).
Mr Vidler: Over two years our assays, which do not include the disulphide, average 98.6% on a dry basis. There is not really much room for disulphide, although we do see traces.
Dr Scheinberg: Does it increase with age so that there is an importance about shelf life?
Mr Vidler: It does under poor storage conditions. If there is a bad sample bottle, with a corroded cap, if moisture gets in, the product will deteriorate. But, if the container is a good one, the material will last for four to five years without much deterioration.
I have specimens of the polymorphs if anyone is interested.
